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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 13 May 2009 . 
2a )□ This action is FINAL. 2b)|3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 30-33 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) IEI Claim(s) 30-33 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Status of the Claims 

Claims 1-29 are cancelled. Claims 30-33 are presented for examination on the merits. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or moie claims particularly pointing out and distinctly claiming the 

subject matter which the applicant regards as his invention. 

Claims 30-33 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claims 30, 3 1 are rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete 
for omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2172.0 1 . The omitted steps are: what happens if HP is controlled in step H? No need to use a 
V drug? what happens if ISP is controlled with a low dose of a V drug after step C? No need to 
increase dose of the V dmg? more importantly, what happens if BP is not controlled after step 
D? Administering addition dmg? 

Claims 30 and 3 1 are rejected under 35 U.S.C. 112, second paragraph, as using a period 
after each steps (such as A, 15, C, D). This is unacceptable because the only period that you can 
have in a claim is at the end of the claim. 

Claims 32 and 33 are rejected because they depend from cancelled claims. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such fall, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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Claims 30-33 are rejected under 35 U.S.C. 1 12, fu'st paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. 

The factors to be considered in determining whether undue experimentation is required 
are summarized in In re Wands" 858 F.2d 73 1, 8 USPQ2nd 1400 (Fed. Cir., 1988). The court in 
Wands states 

"Enablement is not precluded by the necessity for some experimentation such as routine 
screening. However, experimentation needed to practice the invention must not be undue 
experimentation. The key word is 'undue,' not 'experimentation.' Clearly, enablement of a 
claimed invention cannot be predicted on the basis of quantity of experimentation required to 
make or use the invention. "Whether undue experimentation is needed is not a single, simple 
factual determination, but rather is a conclusion reached by weighing many factual 
considerations". The factors to be considered in determining whether undue experimentation is 
required include: (1) the quantity of experimentation necessary, (2) the amount of direction or 
guidance presented, (3) the presence or absence of working examples, (4) the nature of the 
invention, (5) the state of the prior art, (6) the relative skill of those in the art, (7) the 
predictability or unpredictability of the art, and (8) the breadth of the claims. 

In the instant case, the specification does not provide any specific guidance on how to 
treat a hypertensive subject. The closest support provided in the specification is Fig. 4 and 5 
however, no example is provided, no discussion about if the method can be used to treat subject 
already on an RA'^ drug. Since the specification fails to provide sufficient guidance on how to 
treat a hypertensive subject having a normal to above/below normal plasma rennin activity, it is 
necessary to have additional guidance to carry out ftirther experimentation to find out how to 
make/use the invention. Without more guidance from the specification it would require tmdue 
and excessive experimentation for a person having skill in the art to be able to treat hypertensive 
subject based on plasma rennin activity Since the specification has not described how to treat a 
hypertensive subject, no direction or guidance presented, no working examples presented, the 
invention is highly unpredictable regarding the outcome. Thus, claims 30-33 are rejected under 
35 U.S.C. 1 12, first paragraph, as failing to comply with the enablement requirement. The 
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claim(s) contains subject matter, which was not described in the specification in such a way as to 
enable one skilled in the art to which it pertains, or with wliich it is most nearly connected, to 
make and/or use the invention. 

When the factors are considered in their entirety, the Wands analysis dictates a finding of 
undue experimentation and thus, the claims are not enabled. 

applied ])_. , 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 

section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 30-33 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
combination of Louis, McMahon (1978) in view of Laragh (1998).. 

Louis teaches a method of treating resistant hypertensive patients with combination of 
drugs (labetalol, and cyclopenthiazide, etc., see page 604, left column, 3rd full paragraph, lines 
11-13) and monitoring by measuring BP (page 606, Table 3) and plasma rennin activity level 
(page 605, Tabic 2) without discontinue use of the diiags. Therefore, Louis teaches a method of 
treating a hypertensive subject having a nonnal to below nomial plasma rennin activity level 
(page 605, Table 2, Basal) by administering to the subject with a low dose of labetalol, and then 
an increased dose of labetalol if the BP is not controlled (page 604, left column, 3^'^ full 
paragraph), a low dose of a second drug is administered if the BP is not controlled (diuretic 
therapy, page 604, left column, 3rd full paragraph, lines 11-14). There is no discontinues use 
(every few minutes following the administration of labetalol) of the drug prior to measuring 
plasma rennin activity level (page 605, right column,l'" flail paragraph, lines 2-7, and Table 2). 
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Louis does not teach treating a hypertensive subject with a increased does of the V drug, 
having a normal to above normal plasma rennin activity, and the normal level of plasma renin 
activity is 0.65 ng/ml/h. 

McMahon teaches that some clinics routinely test patients for plasma renin activity, and 
that these patients fall into three categories: low, medimn, and high renin activity hypertensive 
patients. McMahon teaches that low renin patients can be administered a diuretic alone, i.e., a 
plasma volume -changing drug. Patients with higher plasma renin activity can be administered 
renin-blocking or -reducing di'ugs (see p. 3, for example). McMahon also teaches that it is 
standard practice, when one drug does not appear to be working, to add a second drug of a 
different type, i.e. if a diuretic is not working, add a renin-blocking agent, for example (see p. 4, 
for example). Lastly, McMahon teaches that one should treat the hypertension, not the renin 
level: because hypertension is a disease of high blood pressure, one must inherently monitor the 
blood pressure. McMahon also teaches that it is standard practice in treating hypertensive 
patients to titrate the drug to a proper dosage to eliminate the hypertension; determining proper 
dosage inherently involves measuring the blood pressure response to a given dosage. 

Laragh teaches exactly a normal plasma rennin level of 0.65 ng/ml/hr as a guide for 
diagnosing primary aldosteronism (see p. 171S, col. 2, for example). Laragh teaches that finding 
a baseline plasma renin activity for every new patient greatly facilitates drug choice. The goal is 
to find the primary pressor mechanism: high renin indicates an anti-renin drug, while low renin 
indicates an antivolume drug. Laragh ftirther teaches that the PRA test guides, simplifies, and 
hastens the selection of the right single drug for each patient (see p. 171 S, col. 2, for example). 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to modify the method of Louis to treat a hypertensive subject having above as well as 
below normal plasma rennin activity by monitoring drug administration with BP and measuring 
plasma rennin activity level without the discontinue use of at least one anti-hypertensive drug 
because McMahon teaches that patients with medium to high PRA should be prescribe an anti- 
renin drug to treat the hypertension, and alternatively patients with low PRA should be 
administered diuretic drugs, and that it is standard practice to titrate dosage to achieve optimal 
amelioration of hypertensive symptoms (it is inherent that blood pressure should be monitored 
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because hypertension is a disease of high blood pressLU'e), and Laragh teaches exactly a normal 
plasma rennin level of 0.65 ng/ml/hr as a guide.. One would have been motivated to make the 
modification because Louis specifically teaches measuring of PRA concuiTently with the 
administration of the drug (combination of drug) treatment (page 604, left column, line 15), and 
would reasonably have expected success in view of McMahon teaching of treating patients based 
on their PRA (low or high) and and Laragh's teaching of a nomial rennin level of 0.65 ng/ml/hr. 
Hence, it would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to prescribe a renin-blocking drug above 0.65 ng/ml/h PRA, and to modulate 
dosages (without require the subject to discontinue use of at least one drug) based on blood 
pressure response to drug administration. 

From the teachings of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was primafacie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 



Conclusion 

No claim is allowed. 

Certain papers related to this application may be submitted to Art Unit 1657 by facsimile 
transmission. The faxing of such papers must conform with the notices published in the Official 
Gazette, 1156 OG 61 (November 16, 1993) and 1157 OG 94 (December 28, 1993) (see 37 
C.F.R. § 1.6(d)). The official fax telephone number for the Group is 571-273-8300. NOTE: If 
Applicant does submit a paper by fax, the original signed copy should be retained by applicant or 
apphcant's representative. NO DUPLICATE COPIES SHOULD BE SUBMITTED so as to 
avoid the processing of duplicate papers in the Office. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be 
viewed in the Patent Application Information Retrieval system (PAIR) can now contact the 
USPTO's Patent Electronic Business Center (Patent EBC) for assistance. Representatives are 
available to answer your questions daily from 6 am to midnight (EST). The toll free number is 
(866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of 
the problem. The Patent Electronic Business Center will notify applicants of the resolution of 
the problem within 5-7 business days. Applicants can also check PAIR to confirm that the 
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problem has been corrected. The USPTO's Patent Electronic Business Center is a complete 
service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also 
enables applicants to view the scanned images of tiieir own application file folder(s) as well as 
general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786- 

9199. 

Any inquiry concerning rejections or objections in this communication or earlier 
communications fi-om the examiner should be directed to Bin Shen, whose telephone number is 
(571) 272-9040. The examiner can normally be reached on Monday through Friday, fi-om about 
9:00 AM to about 5:30 PM. A phone message left at this number will be responded to as soon as 
possible (i.e., shortly after the examiner returns to her office). 

If attempts to reach the examiner by telephone are unsuccessfial, the examiner's 
supervisor, Jon Weber can be reached at (571) 272-0925. 



(BSfien 

Art Unit 1657 

/Karen Cochrane Ca-lson/ 

Primay Examiner, Art Unit 1656 



